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Cover: Computational design of the homing endonuclease mCreI. The protein structure prediction algorithm Rosetta considers
many thousands of amino acid conformations while designing the most favorable protein variant to bind a novel DNA target. The
free energy associated with each conformation is calculated and a new conformation is accepted only if it improves the overall free
energy of the structure. In this design, Rosetta mutates amino acids in the homing endonuclease mCreI to bind a variant C:G base-pair
in the  5 position of the mCreI DNA target sequence. The binary coded amino acids represent conformations being considered by
the algorithm, while the bright green structure represents the ﬁnal accepted design in which the variant  5 C:G base-pair was predicted
to be bound by a lysine residue and a coordinated water molecule.
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